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ABSTRACT
In the last years the population of patients with end-stage renal disease has been growing and the number of patients over 74 years old on renal replacement therapy is rising. However, an increasing number of studies have shown that dialysis is not always associated with a longer life expectancy and a better quality of life for elderly patients with severe chronic comorbidity. Moreover, in selected patients conservative therapy provides a survival and quality of life comparable or even superior to that offered by dialysis. These situations pose new ethical and clinical issues. Nephrologists are increasingly faced with difficult decisions about the optimal therapeutic strategies and what is in the best interest of each patient. The new edition of the Renal Physician Association's guideline on Shared Decision-Making in the Appropriate Initiation of and Withdrawal from Dialysis takes into account these changes. For this reason the guideline advocates the use of specific parameters and tools for the prognosis assessment in order to identify the classes of patients with very poor prognosis. The importance of discussing the diagnosis, prognosis and treatment options with the patient is emphasized. Shared decision-making is the model for the physician-patient relationship. Treatment options include renal replacement therapy, not starting or stopping dialysis, and continuing medical management or palliative care. Palliative care should be offered to all patients with end-stage renal disease, whether they start or refuse dialysis and whether they continue or withdraw from dialysis. Furthermore, palliative care should be provided throughout the course of the disease, not only at the end of life. 3 Likewise, the Lazio Regional Dialysis and Transplant Data System pointed out a dramatic change in the proportion of hemodialysis patients over the age of 74 years in the period 1994 -2010: from 13.1% to 36.1%. 4 Other important data in the literature should also be considered: i) there was no benefit from starting dialysis earlier, intended as when the glomerular filtration rate (GFR) is higher, although this approach has been most popular in recent years for older patients; 5, 6 ii) dialysis treatments have significant risks, which make them dangerous, especially for certain groups of patients; 7 iii) older adults with CKD are 13-fold more likely to die from any cause than progress to ESRD and are 6-fold more likely to die from cardiovascular causes than develop ESRD; 8 iv) the incidence of comorbidities and fragility is higher in older patients and fragility is associated with higher mortality; 9 v) in nursing home residents, starting dialysis was associated with important functional decline and a very high mortality rate, 10 while in patients 80 years old, the initiation of dialysis was related to the onset of disability, loss of independence and a high mortality rate;
11 vi) at the end of life, patients on maintenance hemodialysis experienced higher rates of hospitalization, admission to Intensive Care Units, and use of intensive procedures than those reported for patients with cancer and heart failure; 12 and vii) in the DOPPS study, withdrawal of dialysis was responsible for the death of 7.6% elderly patients in North America, 14.3% in Australia and New Zealand, 3.5% in Europe although 0% in Japan. 13 Other data showed an overall mortality rate due to dialysis suspension of nearly 25% in the United States. 14 Furthermore, an increasing number of studies have shown that dialysis is not always associated with a longer life expectancy and better quality of life for elderly patients with severe chronic illness 10, 15 and that in selected patients conservative therapy provides a survival and quality of life comparable or even superior to that offered by dialysis.
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Conservative management
Conservative management refers to the management of a patient chooses to forego dialysis. It is named in different ways: conservative management, maximum conservative management, non-dialysis treatment, and palliative renal care. It includes active management of the renal disease in order to slow deterioration of renal function and to minimize or relieve complications of the renal disease. It also includes active management of symptoms, fluid balance, anemia, and comorbid conditions, psychological care, social and family support, and practical help.
In a retrospective study, Chandna et al. demonstrated that in patients aged >75 years with many extra-renal comorbidities and a slow decline of renal function, renal replacement therapy (RRT) did not confer a significant survival advantage over that afforded by a conservative management program. 19 More recently, a prospective study by the same authors showed that the median survival of patients managed conservatively was 30 months, while that of patients on RRT was 43 months. In both groups, the measures of quality of life appeared to remain stable over time, with the exception of life satisfaction, which decreased after starting dialysis. 20 An observational study by Carson et al. showed that the overall median survival was longer for patients receiving RRT (37.8 months) than for those undergoing maximal conservative management (13.9 months). 21 However, the rate of hospital admissions was significantly higher in RRT patients, with each RRT patient spending 25 days per year as a hospital inpatient (on average, 6.9% days of survival). Considering the days free of dialysis and hospital, the survival of the two groups was similar. Carson claimed that, for patients with an already limited life expectancy, the so-called medicalization of death is substantially greater with dialysis than without it. 21 However, how long patients survive on conservative kidney management is difficult to assess since the reference point from which survival was measured varied from study to study.
The new guideline
These situations pose new ethical and clinical issues. Nephrologists are increasingly faced with difficult decisions about the optimal therapeutic strategies and what is in the best interest of each patient. The new edition of the Renal Physician Association (RPA) guideline on Shared Decision-Making in the Appropriate Initiation of and Withdrawal from Dialysis takes these changes into account. 22 The guideline for adults includes ten recommendations, divided into six sections: i) the establishment of a physician-patient relationship based on the model of sharing decision-making; ii) and iii) informing patients; iv) and v) facilitating the diffusion of advance care planning; vi) and vii) making the decision whether to not initiate or to withdraw dialysis; viii) and ix) resolving conflicts about what dialysis decisions to make; and x) and xi) providing effective palliative care. Several innovations should be highlighted: the need to estimate and to discuss the prognosis with the patient; the indication to use specific parameters to assess the prognosis; the identification of classes of patients with a very poor prognosis, in whom dialysis cannot be provided safely; and the replacement of previous recommendation no. 4 on advance directives by an articulated recommendation concerning advance care planning.
For patients with CKD, a poor prognosis is determined by the presence of at least two of the following factors: i) age more than 75 years; ii) Charlson Comorbidity Index more than 8; iii) reduced autonomy determined by a Karnofsky Performance Status less than 40; and iv) severe chronic malnutrition with albumin concentrations lower than 2.5 g/dL.
Section 9 of the guideline provides numerous validated tools that clinicians may use to implement the recommendations within the guideline: a Patient Health Questionnaire to screen for depression, Trail Making Test Part B to test for cognitive impairment, the modified Charlson Comorbidity Index to calculate a comorbidity score, the Karnofsky Performance Status Scale to assess functional status, and the Dialysis Symptom Index to assess symptom frequency and severity.
Together with these risk factors, a surprise question would I be surprised if the patient died in the next year? can be used. The surprise question decreases the risk of overestimating the prognosis and has already proven to be a valuable help in identifying a poor prognosis subgroup of patients on dialysis. 23 Interestingly, the new recommendation no. 6, that identifies situations in which it should be considered forgoing dialysis for acute kidney injury, CKD and ESRD, includes a new category of patients with chronic kidney failure: patients older than 75 years with two or more of the following poor prognosis criteria: i) negative response by the clinician to the surprise question (no, I would not be surprised); ii) a high comorbidity score; iii) significantly impaired functional status; iv) albumin <2.5 g/dL. The other conditions already present in the previous edition remain unchanged: patients unable to cooperate (because of severe neurological/psychiatric disease), patients with an unstable hemodynamic status, and patients with patients with terminal illness from non-renal causes.
That determining the prognosis of elderly patients starting dialysis is felt to be clinically and ethically important is proven by the fact that a clinical scoring system to predict 6-month mortality in patients older than 75 years has been developed by French researchers. The score takes into account diabetes, low body mass, congestive heart failure, peripheral vascular disease, dysrhythmia, active malignancy, behavioral disorders, dependency on transfers, and unplanned dialysis (factors that had been independently associated with increased risk of early death). 24 The guideline also indicates well-defined situations (recommendation no. 5) in which it is appropriate to forgo dialysis for patients with acute kidney injury and ESRD: fully informed patients who refuse dialysis or patients who do not have the capacity to take a decision and have previously indicated a refusal of dialysis. The recommendation includes patients with irreversible neurological impairment with loss of thought and awareness of self and environment.
The decision-making process and advance care planning
Whether the indication for starting dialysis should be considered a physician's decision or whether it should be left to the patient's desire, regardless of condition or prognosis, is a matter of great debate. 25, 26 Germain and Moss have argued that, although the principle of autonomy involves the right of a patient to self-determination (assuming that generally the patient is the best person to make decisions about his or her health), the doctor has the obligation to offer patient only treatments and therapies from which there is a reasonable expectation that the benefits exceed the risks. Therefore, even dialysis should be proposed only if there is a reasonable chance of reaching the objectives for the individual patient. The doctor is not forced to begin replacement kidney treatment in situations that are outside the standard of care. In addition, the existence of a negative right, such as refusing a treatment, does not imply the existence of a positive right, to be submitted to a certain treatment, if there are medical indications. 27, 28 The new edition of the RPA guideline emphasizes the importance of shared decision-making as a physician-patient relationship model for patients with acute and chronic renal impairment in stages IV and V. People, such as family members, who could serve as decision-makers in the case of the patient's loss of decision-making capacity should also be included in this process, with the patient's consent.
Hence, the emphasis is on the importance of information to the patient, and especially on information about the diagnosis, prognosis and treatment options. These include RRT, the option of not starting or stopping dialysis and continuing medical management or palliative care.
Shared decision-making should not mean a compromise between the perspectives of the physician and the patient. It should be a true partnership in which medical expertise meets and satisfies the patient's best interest. The relevance of evidence-based medicine (which could guide the judgment of medical futility) should not be ruled out but should be integrated with the patient's personal perspective.
In the new RPA guideline, advance directive is replaced by advance care planning. It has been declared that the advance directive has failed to affect patients' care. 29 Advance care planning should be offered to each patient by nephrologists and should be honored by dialysis centers except in situations in which it requires treatment contrary to standard care. Moreover, advance care planning seems to fit better in shared decision-making in the doctor-patient relationship. Indeed, advance care planning offers several advantages: determining the goals of care that are continuously discussed and verified by the patient and physician together; active and constant communication with the patient and his/her family during the progression of the disease; intervention planning based on the clinical situation and the patient's preferences; and discussion about the possibility of withdrawal from dialysis and other issues related to end-of-life care. Advance care planning seems to fit the treatments to the preferences of patients more easily, since these vary significantly over time, sometimes due to circumstantial factors, but sometimes to real changes in the core values of existence. 30 
Palliative care
The RPA guideline emphasizes the importance of palliative care both for patients on maintenance dialysis and for patients who choose not to start dialysis or to discontinue it. Palliative care should be offered to all patients with ESRD, whether they start or refuse dialysis, whether they continue or withdraw from dialysis. Palliative care should be provided throughout the course of the disease, not only at the end of life. The focus of palliative care is the management of symptoms and the planning of end-of-life care.
Patients on conservative management and patients who discontinue dialysis should be given the opportunity to choose to die at home or in a hospice. There is, however, little use of hospice care for patients with ERDS. Bereavement support should be offered to patients' families.
In Great Britain, the National Service for Renal Services Framework of the National Health System produced a document called End of Life Care in Advanced Kidney Disease: A Framework for Implementation, to develop a specific end-of-life care framework for patients with advanced kidney disease. The aim was to achieve high quality end-of-life care for ESRD patients in a clinical setting and promotes the empowerment of patients, helping people with advanced kidney disease to make informed choices about their needs for supportive and end-of-life care.
Achievement of this goal is dependent on promoting timely recognition of the approaching end of life; sensitive communication with patients and carers, holistic assessment and effective multi-professional work across boundaries linking kidney care, primary care, community care and palliative care services. 31 
Ethical issues in decision-making
Several ethical issues should be considered in decision-making. First, age per se should not be considered a criterion for withdrawing or withholding dialysis. Secondly, in patients with severe cognitive impairment, dialysis may not be carried out due to their non-cooperation. In this case withholding or suspending dialysis treatment should be motivated by respect for the dignity of the patients to avoid them unnecessary suffering. It should not be a simple denial due to their state of impaired cognition. Thirdly, social reasons (social isolation, living alone, seeming to be a burden to family members) should never be behind the decision to withhold or withdraw dialysis, otherwise there would be a risk of discrimination on a social basis. Finally, the clinician is not obliged to provide dialysis in circumstances that are outside the standard of care.
Conclusions
The debate around starting or suspending dialysis treatment has not remained confined to the medical field, but was picked up by the media. The New York Times published an article When Ailments Pile Up, Asking Patients to Rethink Free Dialysis. 32 The author pointed out that the Congress of the USA established dialysis reimbursement in 1972, imagining that this would involve only 40 people per million inhabitants, aged under 55 years, without comorbidities. Currently, 400 people per million inhabitants start dialysis each year and one third of them are older than 65 years and have significant comorbidity. The cost of hemodialysis in the USA amounts to $ 40-50 billion/year and 42% of this is for patients older than 65 years. The author of this article interviewed some nephrologists who stated that dialysis does not offer real benefits in terms of survival and quality of life for older people with several comorbidities.
In these years it has been observed that dialysis is not an effective treatment for all patients. In some categories of patients, dialysis does not improve either survival or quality of life and can, indeed, be burdensome. The new RPA guideline emphasizes the importance of discussing prognosis and provides tools to assess it. In this way, nephrologists should get used to not considering technical availability as a sufficient 
